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This opinion contains Indications relating to the following items: 

B Box No. I Basis of the opinion 

B Box No. II Priority 

B Box No. Ill Noh-establishmertofoplnten wfth regaid to novelty. Invo^ 

□ BoxNo. IV Lack of unity of Invention : 

H BoxNaV ReaMnedstetementunderRule43b&.1(a)(i)wl* 

applicability; cftatbns and explanations supporting such statem 

□ Box No. VI Certain documents cited : 

□ Box No. VII Certain defecte in the International application 

□ Box No. VIII Certain obsen^ations on the tntematbnalappfication 

2. FURTHER ACTION ! 

If a demand for Intematbnal preliminary examination Is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not aooh^ where • 
tfieapplicarrt chooses an Authority other t^^ 

JfII2^r*' ^^^^ 66.1bfe(b) that written opinions of this international Searching Authority 

will not be so considered. ^ 

e.!i!!!i?£!"i^ /It^ provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
sul»nft to the IPEA a wrftten reply togethe^^ appropriate, with amendments, before the expiration of three 
IJhfcSvw exSre?^^^^ PCT4SAZ220 or before the expiration of 22 months from the priority date, 

For further options, see Fonn PCT/ISA220. 
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WRITTEN OPINION OF THE international aDolication.No 

INTERNATIONAL SEARCHING AUTHORITY PCT^SSSS^ 



BoxNo,! Basis Of the opinion 

1 . With regaixl to ttie language, thfe opinion has been established on the basis of the international apidication in 
the language in which it was field, unless othenwse indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the followmg 
»n£^age , which is the language of a translation ftjmished for the purposes of intemattonal search 
(under Rules 12.3 and 23.1(b)). r-P— 

2. With regard to any nucleollde andbbr amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a secjuence listing 

□ .table(s) related to the sequence listing 

b. format of material: ! 

□ in written format 

□ in computor readable form 

c. time of filing/fomishing: 

□ contained in the international application as filed. 

□ filed together with the international application in compu|er readable form. 

□ furnished subsequently to this Authoriiy for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing andbr table relating thereto 
nas been filed or furnished, the required statements that the infonnation in the subsec^ient or additional 
copies IS idenhcai to that in the application as filed or does not go beyond the application as filed as i 
appropriate, were furnished. 

^ 4. Additional comments: i 
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WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING AUTHORITY PCTX3B2004!i)02666 



Box No. II Priorityl 

1. B TTtefoflowingckicumem has not been furnished 

B copy of the earlier application whose priority has been cl^^ 
□ translation of the earlier appticatidn whose priority has 

Consequently it has not been possa)le to consider the validity of the priority claim. This opinion has i 
nevertheless been established on theiassumpiion that the relevant date is the claimed priority date. • 

2. □ Thisopinionhasbeenestabljshedasif no priority had been claimed due to tt^ 

has been found invalid (Rules 43b&.1 land 64.1). Thus for the purposes of this opinion, the intemational 
filing date indicated above is oonsiderM to be the relevant idale. 

3. Additional observations, ff necessary: 
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WRITTEN OPINION OF THE 
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International application No. 
PCT/QB2004A>02666 



B0X N0.UI Non^estabUshnMm of opinion wWiiegaid to nove^ 
appilcablilty 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non : 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
B claims Nos. 27 

because: 

□ the said international application, or the said claims ^ios. relate to the following subject matter which 
does not require an international prebninary examination (specify): 

H the description, claims or drawings ^ftidfeafepa^ 27 are so 

unclear that no meaningful opinion could be formed (spedfyf: 

see separate slieet 

□ the daims, or said claims Nos. are so ^adequately supported iy the descrii:«on :that no meaninghjl opinion 
could be formed. : 

□ no international search report has been established for the whole application or for said claims Nos. i 

□ the nucleotide andbr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been fumished 

□ does not comply wah the standard 
the computer readable form □ has not been fumshed 

□ does not comply with the standard 

□ the tables related to the nucleotide andtor amino acid sequence listing, a in computer readable fonn only, do 
. .not comply with the technical requirements provided for in Annex C-Ois of the Administrative Instmctions. 

_□ See separate sheet forfurther.deiails_: . „ 
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SSLSLY^SSS.^ *^Sl^'*Jf2*' 43ftisLl(aK0 wtth reganl to novelty. Imenthro 
Industrtel applteablllty; cMattons and e3q)lanattons supporting such stetement 



step or 



1. Statement 
Novett/ (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 



1-26 



1-26 



1-26 



2. Citations and explanations 
see separate sheet i. 
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WRITTEN OPINION OF THE International applicalionhto 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEER PCT/GB2004/00266B 



BfiJfiOLJU 

Non-establishment of opinion witti regard to novelty, inventive step and Industrial 
applicat>llity 

Claim 27 (erroneously numt)ered 26) lacks clarity within the meaning of Article 6 PCT 
due to the expression "substantially as hereinbefore described' and the reference to the 
description "wwth reference to reaction schedule 1" which contravenesirule 5.2(a) PCT. I 

The present opinion refers therefore only to the present claims 1 -26. 



Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novel^Jnventive step 
or industrial appllcablltts^ cftattons and explanations supporting such statement 

The following documents have been dted in the International Search Report: 

D1 : MICHELLIZA ET AL: "Synthesis of the Cytotoxic Sponge Metabolite Haficlamine 
A- JOURNAL OF ORGANIC CHEMISTRY, vol. 67, 2002. pages 6474-6478, 
XP002300394 



02: WANNER ET AL: "Synthesis of the Cyclostellatamines A-F and Related Bis(3- 
alkylpyridiniuiin) Macrocycles" EUROPEAN JOURNAL OF ORGANIC 
.^CHEMISTRY; 1998. pages 889-895. XP002300395 



PSj J^O 03^)40094 A (IHARVARD COLLEGE (US)) 15 May 2003 (2003-05-15) — 

D4: PETRICCI ET AL: "An improved Synthesis of Solid-Supported Reagents (SSRs) 
forsetecbve Acylation of Amines by Microwave Irradiation" TETRAHEDRON 
LETTERS, vol. 43, 2002, pages 6507-6509, XP002300397 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY ^SEPARATE SHEET) 



International application No. 
PCT/GB2004/002666 



Nov6Hv^Artirteaa(i>)Pr^T) 

The present method differs from the methods in D1 and D2 in the use of a soHd support 
and from the methods in 03 and 04 in the product 

The present method is therefore new. 



Inventive Stfin (Attirit, aa(a) prj) 

01 and 02 disclose methods for the preparation of the present compounds of formula i 
(5). 03 and 05 disclose methods for the preparationiof different compounds wherein a 
sofid support is used. 01 could be regarded as the closest prior aft " 

The problem of the invention was the provision of a new method for the preparation of i 
compounds of formula (5). 

01 or 02 do not contain any indications which wouidihave prompted a skilled person to 
use a sofid support in the reaction descrit)ed therein. 

03 and 04 disclose the use of a solid support in different reactions. 03 or 04 do not 
contain any indications which would have prompted a skilled person to use a solid 
support in the methods of 01 or 02. 

Therefore the present invention is not ot>vious in view of 01-04 and consequentiy 
base d on an inventive step. 
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